Supplementary figure 1: A) Quantification of ROS fluorescence. The average (± SEM) of the total pixel intensity of the wound site normalized to the total surface area of the worm is given for each wound site and each exposure condition. Statistics were performed on log-transformed data. Significant differences in ROS-induced fluorescence were observed after DPI and APO exposure in the posterior wound sites of the head fragments (control heads: n = 10; DPI-exposed heads: n = 4; APO-exposed heads: n = 2). At the anterior wound site of the trunks, a significant decrease of fluorescence was observed in the DPI-exposed animals (control trunks-A: n = 10; DPI-exposed trunks-A: n = 5; APO-exposed trunks-A: n = 4). At the posterior wound site of the trunks, a significant decrease of fluorescence was observed in the DPI-exposed animals (control trunks-P: n = 11; DPI-exposed trunks-P: n = 4; APO-exposed trunks-P: n = 4). The differences in fluorescence were not significant in the exposed tail fragments in comparison to the controls (control tails: n = 8; DPI-exposed tails: n = 6; APO-exposed tails: n). * p < 0.1; ** p < 0.05; *** p < 0.01. p-values were obtained via one-way ANOVA analyses. B) No autofluorescence was detected at the wound sites after amputation in neither head, trunk or tail fragments (n = 3 for each fragment). C) Observed ROS signaling in neuronal-like structures in regenerating head fragments. Animals were exposed to 3 µM DPI or control medium for at least one hour before the staining procedure. Scale bar A: 500 µm. 
Supplementary figure 3. Visualization of ROS levels using carboxy-H 2 DCFDA, 30 minutes after amputation in regenerating head (A), trunk (B) and tail (C) fragments. For each condition an image of the entire animal is shown followed by close-ups of both the anterior and posterior wound sites. ROS are produced at the amputation site in control animals, but ROS levels are visibly increased in BSO-exposed organisms. All animals were exposed for at least one hour before the staining procedure. Scale bars total image: 200 µm, scale bars close-ups: 400 µm. D) Quantification of ROS fluorescence. The average (± SEM) of the total pixel intensity of the wound site normalized to the total surface area of the worm is given for each wound site and each exposure condition. An increased fluorescence is observed after BSO exposure in exposed head, trunk and tail fragments (heads: n = 2; trunks: n = 4; tails: n = 4). A significant difference in ROS-induced fluorescence were observed after BSO exposure in the anterior wound sites of the tail fragments. * p < 0.1. p-values were obtained via one-way ANOVA analyses. In silico specificity screen (BLAST) cat ( CuZnsod 
